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Rejection Under 35 U.S.C § m(a) 

The Ejuimiiier has maintained the rejection of claims U 5, 7-10, 12-18, and 20-26 under 3S 
U.S.C. § 103(a) as unpatentable over Liao. et al., (U-S. Patent No. 6,147,109) in view of Niewohner, et 
al., (WO 99/24433); claims 6 end 19 under 35 U,S.C § 103(a) as unpatentable over Liao, et al.. (U.S. 
Patent No. 6,147, 109) in view of Niewohncr, et al., (WO 99/24433) and in further view of Doh^ty, et al., 
(U.S. Patent No- 6.037,346); claims 1, 5, 7-10, 12-18, and 20-26 under 35 U.S.C. § 103(a) as unpatentable 
over Liao, et al.. (U.S. Patent No. 6,147,109) in view of R&D Drug Review (1998); and claims 6 and 19 
under 35 U.S.C. § 103(a) as unpatentable over Liao, et al.. (U.S. Intent No. 6,147,109) in view of R&D 
Drug Review (1998) and in further view of Doherty, et al., (U.S. Patent No. 6,037346) (Paper No. 
01242005, pages 2- 10). Applicants respectMly traverse. 

The Examiner cites Uao. el al., (U.S. Patent No. 6,147,109) as the primary prior ait over the 
churned invention. Liao, et al., discloses the use of HMG-CoA reductase inhibitors to treat a myriad of 
conditions including, for example, pulmonary hypertension, stroke, heart failure, hypoxia-induced 
conditions, insulin deficiency, impotence, renal disease, gastric motility syndrome, atherosclerosis, 
transplant arterial sclerosis, arthritis, lupus, scleroderma, emphysema, etc. {see, e.g,, column 7, lines 34- 
52). In addition, Liao, et ah. discloses an extensive list of "second agents" (>100 agents) that may be co- 
administered (column 13. line 14 to column 14, line 17). However, these second agenu are very broad 
classes of pharmaceutical agents such as antagonist, cardiovascular agent, hormone, etc., and each 
individual class of agents represents a large number of compounds. 

The Examiner states that "there is clear motivation for combining the components flows from 
their individually known common utility for treating erectile dysfunction" (Paper No. 01242005, page 4). 
The Examiner also states that Liao, et al., teach that "HMG-CoA reductase inhibitt^" such as simvastatin, 
pravastatin, fluvastatin, cerivasiatin. atorvasiatin are useful for the treatment of impotence" (Paper No. 
0)242005, page 6). However, Halkin (Aim. Phaimacother. 30:192, 1996) and Boyd (Ann. Pharmacoth^. 
30:119. 1996) state that HMG-CoA reductase inhibitors actually cause in^tence (copies of the 
references have been provided to the Examiner). Specifically, the authors describe case reports where 
patients treated with simvastatin, pravastatin, and lovastatin experienced impotence. Based on the 
disclosure of these references, one skiUed in the art would not have been motivated to combine these 
components, an HMG-CoA reductase inhibitor and vardenafil. based on their •'individually known 
common utility," That is, HMG-CoA reductase inhibitors appear to be a cause for impotence, not a 
treatment for Impotence; and as such, there is no ♦Common utility." Furthermore, the Examiner stated 
that one would have been motivated to combine these agents *to achieve expected additive benefit in 
treatment of impotence or even synergistic effect as taught by Liao et al." (Paper No. 01242005, page 7). 
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Obviously, since HMQ-CoA reductase inhibitor cause impotence, then one would not expect an additive 
benefit or synergistic effect by combining an HMG-CoA reductase inhibitor and vardenafil. 

In fact, the disclosure by Liao, ei al., actually represents an "obvious4o-try" situation. That is. 
this general disclosure does not contain a sufficient teaching of how to obtain the claimed invention. The 
prior art provides no indication of which parameters are critical (e.g., dosage) or no direction as to which 
of the many possible choices is likely to be successful. Liao, et al.» disclose numerous disease 
indications, numerous HMG-CoA reductase inhibitors, and numerous second agents, but one skilled in 
the art would have no idea which disease indication and which combination of HMG-CoA reductase 
inhibitore and second agents would actually be successful. Moreover, there is no guidance as to effective 
dosages, treatment schedules, etc. 

**Obvious-to-tiy" is not the standard under 35 U.S.C- § 103 (In re OTanell. 853 F.2d 894). A 
claimed inventiwi is obvious-to-try if the prior art gives "only general guidance as to the particular form 
of the claimed invention or how to achieve it" (In re OTarrcll, 853 F.2d 894, 903), Furthermore, 
'•whether a particular combination might be obvious-to-try is not a legitimate test of patentability" (In re 
Fine, 837 F.2d 1071. 1075). As discussed above, the disclosure of Liao, et al, provides little guidance as 
to which combination would likely to be successful. Thus, the conibinatioii of the claimed invention may 
be obvious-to-lry based on Liao, et al.. but certainly not obvious. 

As discussed in the response mailed March 5, 2004, the deficiencies of Liao, et al., are not 
remedied by Niewohner, et al. Niewohner, ct al., discloses 2-[2-ethoxy-5-(4-ethyl-piperazine-l-sulfonyI)- 
phenyl]-5-methyl-7-propyl-3H-imidazo(5.1-f|-Il,2,4]'triazin-4-one; however, Niewohner, et al., does not 
teach or suggest the combination of 2-(2-ethoxy-5-(4-ethyl-piperazinc-l-sulfonyl>phenyl]-5-methyl-7- 
propyl-3H-imidazo(5,l-fl-[lA4]-triazin-4-one and HMG-CoA reductase inhibitors. Furthermore, based 
on the disclosure of Niewohner, et al., one skilled in the art would not have been motivated to combine 2- 
[2-ethoxy-5K4-ethyl-piperazine-l-sulfonyIVphenyl]-5-methyl-7-propyl-3H-imid^ 
4-one and HMG-CoA reductase bhibitors to treat sexual dysfunction. 

Likewise, neither Doherty. et al., nor R&D Drug News leach or suggest the combination of 2-[2- 
ethoxy-3<4-ethyl-pipera2ine-l-sulfonyl)-phenyl]-5-methyl-7-propyl-3H-iinida^^^ 
4-one and HMG-CoA reducuse inhibitors. Both the suggestion and the reasonable expectation of success 
are lacking. 

It is therefore respectfully submitted that Liao, et al., either singly or in combination with 
Niewohner, et al., Doherty. et al., and R&D Drug Review, fail to teach or suggest the combinations or 
methods as presendy claimed, and that the current invenuon is novel and nonobvious in view of the prior 
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art references. For the foregoing reasons^ Applicants respectfully request reconsideration and withdrawal 
of the present rejection. 



For the foregoing reasons. Applicants submit that the claims are in condition for allowance and 
Applicants respectfully request reexamination of the present application, and reconsideration and 
withdrawal of the present rejections. Should there be any further matter requiring consideration. 
Examiner Kim is invited to contact the undersigned counsel. 

If there are any further fees due in connection with the filing of the present reply, please charge 
the fees to undersigned's Deposit Account No. 13-3372. If a fee is required for an extension of time not 
accounted for, such an extension is requested and the fee should also be charged to undersigned's deposit 
account 



Serial No. 10^0,963 



Atty. Docket No. LcA 33 965 



CONCLUSION 



Respectfully submitted. 



Date: May 9, 2005 




Susan M. Pellegiinb 
Attorney for A{^licants 
Reg. No. 48,972 



Bayer Pharmaceuticals Corporation 
400 Morgan Lane 
West Haven, CT 06516^175 
Telephone: (203) 8 12-6450 
Facsimile: (203) 812-64S9 
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s)on$ «nd blood flow ia patients wilh coronary atherosclero^ and oon- 
IXOI patients. NEn^ J Med 1991^24:641.8. 

10. Spier $A. Frontera MA. Uncxpcx;wd deaths in dcprcsfied medical inpa- 
liems twattd with fluoxetine. ) Clin Psiychiatiy J99 1 ;52J77.82. 
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HMG-CoA reducts$e iiilnbitor4iidiuxd irapoteiKV 

TO THE EDrroR: 3-Hydroxy-3-methyl glutaryi coen^ine A (HMC- 
CoA) rtduoase inhibitor ait used commody for lowering total choka^ 
terot and low-densicy Upopmtein (LOL) concentratioos. AdveiK cffiscn 
anributDd to these drugs are nelativeiy uncommoii and iiKlude g«>mnn- 
testinal ityn^totns. myalgia:^ myopathy, he«da£he, btuncd vision, rash, 
and incxtasdd aminociuij^erase conccntt^dons.' We lepoit an associa- 
dtm benveen lovastmin and pravastatin use and levczsiblc iii^)Oficnce. 

Caw Report. A 57-ycar-o»d mart with sevaroortna/yftitt^ 
MWSAprolDl, idfisJipinc. and ospixin bc;^ kyvA^Uatin therapy at « dttly dooo of 40 
Rig for hyp^rtipidcnaa type Db. After 4 weds of therapy the padeoi bcc^nio im- 
poienL wcete livtcr. ht independently stopped taking lovasoiin aikd his im- 
potenoe resolved within 2 weeluk Oe year later, he wa* seen a$ajn in the dhue 
and w>»«ni taking metopcolAl. mfedipine* an«} {kipifin. Tola) chole»tefOt and LDL 
«eiicttatraitoiii hiid been inai»5Bd pemee^y. ad ticBi^^ 
initiated at a daily dosage of 20 tng. PoUowing 3 weelCI of neasnent* izrqKHence 
rectttied. Pttvasiadntfieiapy was Stopped and *e patient regained no<^ 
ftncdoa witinn 2 weeks wliite condnaing an other iiKdk^^ 

Dtecasston. The onset of impotence in relatioin to lov^$taiiii adxnims- 
amion, its disappearance after dioapy had been discontinued, and its rc- 
cunenoe after icchoJlenge with pniva$taiin implicates thi& association as 
a pos^tHe causal cl^ effect. Wc aie unaware of a previous lepoit asso- 
daiing these medications with sexual dysfunctlDn, although this has been 
repofted whh other cholcstcrol-loweriBfi agents." In view of the recently 
feportcd mduoion of peripbervl neuropathy shortly foUowing adnrinis- 
(ration of these naedicaitionfi,' neurologic dysfunction may contribute to 
impolcnce induced by HMGCoA rcduclj^ inhibitois. Beta-adrenergic 
blocking ageos are used commonly in oonjunction wldi cholesterol-low- 
ering drags. Impotence induced by bcta-bkicke«s is cited commonly* al- 
tfiough its true incidence is uncertain." TTiis advert effect may be 
caused by an Interaction bebveen the two das&es of drugs^ ]ji light ^ 
observation, physicians treating patients taking such combined therapy 
should consider the cholesterol-lowering medication a» well as beta- 
Mockeis as a possible cause of impctme. 
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Zollinger-Ellison syndroixK. The drug has been found to be well tolerat- 
ed in clinkal practice, wtd) a low incidence of adverse efroct!>. We report 
u ca.^ of gait ataxia probably ioduoed by omeprazole* which was re- 
versible after wittidrawal of the dnig. 

due Report* A 27-yeflr-oM woman repotted a gait distuitMOioe. She wa$ wen 
until 3 weeks earlier when she first noticed unsteadiness of Stance aild g^ 
SClksationof neai^fa]]in& Eventually, she experienced an epiMde of tianslemhori- 
zom&l diplopia, llie patient denied motor er senSOO' impainuent, trcxnOT, votigo. 
or other sympuMns cf fareinstem dysfimcbon. She had b^ 
mg/id for 4 months to elleviaie heartburn associated with reflux esophagitis. Her 
famDy history was umtmadeable. 

On examhunioA. her gait was wide-bssed and unsteady, without side-to-ftide 
deviatPMiS. She was neither uBCOOtdiaaied nor dysartfaile. CfKual nerves were in- 
ttt^ No sensory deiba wa9 elidle± Deep tendon itflexes weiB nukfly osy^ 
(34- 00 the left and 2-i> on the fight). A poxteritv fossa lesion wat soqpec^ Bodi 
craaial magnedc icsorauee iivaging and moltxmodai evoked potentials were nor- 
nud. Meanwhm die patient had disconiintied omeprazole and repected eomplele 
clinical rocovexy. 

Discussion. Minor and serious adverse effects classified as possibly 
related to proton-pun^ thera;^ have been de<»:ribed in up to 3.5% Of 
tients. These indtide headache. leuk<^N?ma, dianhea. disiness, and ^ 
rash.^ Id an evaluation of toxic effects reported to {rfiumacovigilance 
centers in France. 26% of the rcpotts involved neurologic or psychiactic 
eff^ especially in patients widi hepatic disease and/or advanced age.^ 
Omeprazole i$ metabolized in ttK liver via die cytochrome system 
and Interactions with drags metabolized by the same system, like benzo^ 
diazepincs. are pcsable and may accoum for central nervou.^; .system toot- 
icity in the elderiy.^ However, our paiient was a young adult laldtig no 
other drugs and without clinical or laboratory evidence of hepatic dis- 
ease. Ataxia has not been te p u i te d as an omepiasole-reJated adverse ef- 
fect Lack of family history, normal results on nnaging and elecuophysi- 
ologie examtnatians. and reveesibUity of signs and .syn^noms after with- 
diaival of the drug suggest omeprazcilc thoapy as the cause of the gait 
tfisorder. 
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Gait ataxb during omepnnole therapy 

TO THE EDITOR: Omeprazole is a pfoton-ptnnp inhibitor widely used 
for the treacment of peptic ulcer. ero»ve reflux esophagitis» and the 
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PMitioii eoefBdeiiiaciafittSBat^ 

TOTHEEDrrOR: Muscarinic antagonists have pxoveti useftil in the naait' 
mem of various fornis of rhinitis. The ability of atropine to block both 
hypersecretion and vasotfilatkso imhiced by paraqfinpadietic $tin^ 
suggests d)attbe$e actions axe mediated thiou^ cholinergic 
receptofs.* AidKMgh effective in various forms of rhinitis, this action 
may be especially benaftdai in cases of acute rhinorrhea. Because of 
ttieir drying effect on nseal secretions, antiimiscarimc agents are oom- 
mon constihtents of a variety of oral piopiietaiy cold/alletgy pxoducts- 
Howcver, despite dieir beiKfiiiial diying effects, amieholinetgic tbeiai^ 
can be aL<»ciaiBd widi a variety of adverse cflbcis* indu^og a spo^ium 
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Comnient: HMG-CoA reductase bihSbitoiMnduced impotence 

TO TH£ EDITOR! I was interested by a («cent report on the oociuteDoe of 
impotence in associaiion with tfic 3-hydroxy-3.nfieihylglwtaiyl coesizyme 
A (HMG-CoA) icdwt«e inhibitors bvostatin and pravastatin/ The Ad- 
verte Drag Reactions Advisory Committee (ADRAC) has lecently re- 
ported 2S cases of impotence In association with ancxher HMO-CoA 
(tuctuse inhibitor, simvd$t«tin.' 

CvTTcntly. ADRAC has received 42 rcpons of impotence in associa- 
tion with simvastatin. The men affected ranged in age from 43 to 72 
ycBi^ (median 57) and tlw onset occuned from 48 hours to 27 months 
(median --6 wK) after d)e dnjg was started. Simvastarin was the only 
diii$ implicated in 35 of the repons, and in 4 patients, die problem te- 
cuned on icchaJlenge. Of the 29 reports in which recovery was men- 
doned, 14 patients had lecovcmd after disoontltiulng die drag, whereas 
fbr die other 1 5. there had been no recovery at the time the rcpon was 



(mpoienoe has been n:porTed to ADRAC in association with simvas- 
tadn moie often than any oiher dnig. Lovastubn is not available in Aus- 
tralia and theie are no rcpons of impooenoc in association with pnivaiuat- 
in, although this latter dmg has achieved limited market penetration to 
date. Tbcm have also been reports to ADRAC of impotence in mttciA- 
tion with odter Upid-lowering agents: 1 1 in association with dofibrate 
and 6 in a<tfiociation with gemfibrozil. As indicated by HaUdn ct al./ im- 
potence has also been as^xHaied with bct»-blockaf use, but ADRAC has 
received reports of die problem associated with many antihypertensive 
drags. Use of lipid-lowerii^ agents and any antihypertensive drug 
should be considered us a possible cause of impotence. 
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1. Halkin A. L0SS0$ IS, MevOfach D. HM<j-CoA reductase inhibiior-Jn- 
duccd In^xstence (tetter). Ann Pharmacother 19d6r^ 192. 

2. AdvOM Dng Rcactiinui Advisory Comminee. Simvaoadn and adverse 
B effecti in men. Ausi Adv Drag React Bull )993;]4(3):t0. 



Copvneid: ddirium prab^ taiduced by clar^ 
patieat receiving fluootttine 

TO THE EOnOft: In die case report entitled 'T>elliiumProb^ly taduccd 
by Clarithromycin in a Patient Receiving Fluoxetine,*" a man leociving 
long-term fluoxetine and nitrazepam diwapy exhibited a change in per- 
sonality when cteidwomycln was given fiw a respiraioiy infecdoiL After 
72 hours the patient had developed bizane behavior and was diagnosed 
widi psychobis. TOtty-six homs after all three medications were stopped 
and crythwnydtt theiapy was begun, die patiem's mental state rehi^ 
to normal TlJe psychiatric Symptoms did not iQCUr wldl fUnher treatment 
wiA erythromycin or after restarting boUi fluoxedne and nitrazepam 
without antibiotics. The authors concluded that the patient's delirium 
was the tcsuli of fluoxetine intoxication caused by inhibition of cyto- 
chrome P450(CYP) metabolism by clarithromycin. We would lite to of- 
1^ aianher possibte cxfJanation for the patiem'a change 

Both fluoxetine and its metaboKte norfluoxetinc am metabolized by 
CYP2D6.^ Other enzymes that contribute to this metabolism are not 
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known. Garithromycin, on the other hand, inhibits the CYP3A enzymes 
by a uni^ mechanism in which clarithnnnycin and its raetabotitc form 
a complex with dw enzymes.' Thoi^ not exonsivdy studied, ctaridiro- 
mydn is pfx*ably similar to its analog ctythromycin in that h is specific 
for the 3 A family.* Thus, it seems highly unlikely dial clariduomyctn 
would produce substantial inMbitiOA of fluoxetine metabolic g^ven the 
differences in enzymes involved. Huthennoie. at steody^scam. fluaixedne 
has a haif^ife (tu^ of appmximalely 6 days.' Thus, even if one assumes 
that clarithromycin can inci«ajte fluoxetine conceimstionft through en^ 
2yme inhibltioii,ihe conoemxaiions would have mcicasod vety sGghdy in 
dte 24-72 hours durfaig which die patienf s pq^diiatric symptoms devel* 
^led. They also would not have cfissipated substamiaUy in dtt 36 hours 
following diseontinnation of die patient's medlcadons. 

Nitrazepam' is repotted to have a t,« of 26 hours.* Though dte cyto- 
chtome F4S0 enzyme involved in nitrazq)am metaboUsm is not conclu- 
sively known, its metabolism might be inhibited by c1aridux>mycin. 
However, widi a t^ of 26 hoin«. it seems unlikely that coiKentrations 
would have incieased enough in 24-72 houre to cause delirium, nor de- 
cieased enoufi^ in 36 houcs for the delirium to contpletely resolve in diax 
time. The patiem did not experience delirium Of any central nervous sys- 
tem adverse effects other than drowsiness during a xub-^uent ni- 
tnuepam overdose. This lends further credence to the supposition that 
nitrazepam was not die cau/;e of the pattern's dctirwitv 

Fluoxetine can inhibit CYP3 A4, the enzyme tesponsible for clarithro- 
mycin and erythromycin metabolism.^ Ihis inhibition would also occur 
with the subsequcndy administered eiydntxnydn, because even tbough 
fluoxetine was discombwed, die tia is such diat fluoxetine wouki still be 
"on board** and CYP3A4, and thus eiydiromycin metabolism, wouk) lo- 
mairt inhibtted. 

We beHeve dim die obferved change in mental «iaii]S was the result of 
an idiosyncratic teaction to clafithroinycfai. Vnn hypotbsis would be in 
agteemejit with dis rapid onset and resolution of delirium symptoms 
since clariduomycin has a tia of only 2.8-3.8 hours* and ttms would be 
expected to i^idly disappear ton the body.^ When eiytbromycin was 
started, fluoxetiiie aiK) mtrozcpam wcmkl stiU have been within dserapeih 
tic concentrations due to tbdr kmg tujS. yet the incntal status chartges re- 
solved. This lends farther support to the hypothesis diat the observed 
delirium may have been an idiosyncratic reaction to clarithromycin. 
WhedKT dds patient's delirium was die result of elevated claridiromycin 
or nitrazepam concentrations or simply an idiosyncratic reaction to cla* 
rithromycin, it seems highly unlikely that the ddirium was due to fluoxfr 
tine intoxicatiCA since a significant ekvation in the conccntiations of flt^ 
oxetine would not have occurred or dissipaiBd during the period of time 
presented in this report. Unfortunately, without pre- and postclarith- 
romycin concenoations of fluoxetine and nitrazepam or rechaUeoge with 
clandiromycin. die true cause of this patient's deUrium wm never be 
conclusively known. Thus, clinicians must be veiy careful when sug- 
gesting causation of an advene event We must look at all possible aoe- 
narios, eliminate dwse diata^e least probable, amd bose any hypotheses 
on scientific evidence radier than drawing oonclusions just beeause a 
diug is known to produce advene offectSw 
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